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I, the undersigned, do declare that: 



I am a United States citizen and I currently hold the position of Professor in the 
Department of Molecular and Experimental Medicine at the Scripps Research Institute, 
La Jolla, California. I am the Peter J. Sims named as an inventor on the above-captioned 
application. 
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2. I received a B.A. in Biophysics from Amherst College, and both an M.D. and Ph.D. from 
Duke University. I have been conducting research in the areas of complement and 
inflammation for over 25 years, and have more than 100 refereed journal publications. I 
am also the named inventor on 14 issued U.S. Patents, most of which relate to aspects of 
complement-mediated inflammation. A copy of my curriculum vitae is attached. 

3. I have reviewed the instant specification of the above-captioned application, along with 
the pending claims and the Official Action dated October 23, 2005. It is my 
understanding that examiner is arguing that applicants were not "in possession" of subject 
matter now being claimed. More specifically, I understand the examiner to doubt that the 
application adequately describes peptidomimetics having the structure and function of 
human CD59 amino acid residues 42-58 of SEQ ID NO:3, where the peptidomimetic is a 
nucleic acid or a small molecule. I respectfully disagree with the examiner for the following 
reasons. 

4. First, with regard to any mimetic, the specification provides specific instruction as to the 
structure that defines such compounds. The specification clearly indicates that the 
structure of human CD59 amino acid residues 42-58 of SEQ ID NO:3 must be faithfully 
reproduced by the mimetic. Thus, applicants were in possession of a wide variety of 
mimetic compounds - nucleic acids, peptides, or small molecules - that could satisfy this 
structural requirement. 
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5. Second, reference to the specification will reveal detailed discussion of how one goes 
about obtaining mimetics. For example, in one aspect, the specification instructs the 
skilled artisan to create or obtain libraries of artificial compounds produced by 
combinatorial chemistry and to select from those libraries those compounds that bind to 
regions of interest using both competitive and non-competitive formats (see pages 17-18 
of the specification). This was a matter of routine at the time the instant application was 
filed. In other embodiments, a rational design is proposed, where compounds are 
modeled to retain the structural features of human CD59 amino acid residues 42-58 of 
SEQ ID NO:3 (see pages 18-24 of the specification). Detailed information on the 
application of computer modeling, and the . synthetic generation of compounds, was 
provided. Either of these approaches can readily provide a plethora of compounds - nucleic 
acids, small molecules or peptides - that satisfy the recited structural requirements. 

6. Thus, in my opinion, the specification adequately demonstrates that the application 
described of a large genus of mimetics at the time of filing, including those of nucleic acid 
and small molecule nature. The absence of specific examples of such compounds would not 
suggest otherwise. 
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7. I hereby declare that all statements made herein of my knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code and that such willful false statements may jeopardize the validity 
of the application or any patent issued thereon. 
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Sigma Xi, Amherst College, 1972 

Phi Beta Kappa, Amherst College, 1972 

B.A., Summa Cum Laude, Amherst College, 1974 

Medical Scientist Traineeship (PHS), GM-07171, 1974-1980 

Alpha Omega Alpha, Duke University School of Medicine, 1976 

Southern Medical Association Research Award, 1981 

Clinician-Scientist Award, American Heart Association, 1982 

(Awarded but not activated in lieu of Hartford Fellowship) 
John A. and George L. Hartford Fellowship in Biomedical Research 

July, 1982 to June, 1985 
N.I.H. Research Career Development Award 

(Awarded but not activated in lieu of AHA Estabished Investigatorship) 
Established Investigator of American Heart Association #85-128 

October 1, 1985 to September 30, 1990 
American Society for Clinical Investigation (Elected 1988) 
S. Graham Smith Endowment Distinguished Scientist, 

Oklahoma Medical Research Foundation, 1988 - 1992 
Man-of-the-Year Award, American Heart Association, 
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ACTIVE GRANT SUPPORT 

NIH 5R37 HL/AI36061-21 Peter J. Sims, P.I. 
"Function of a C5b-9 Inhibitor in Blood & Vascular Cells" 

9/1/85 to 8/3 1/06 ANNUAL DIRECT COSTS: $283,559 (Total annual $504,617) 

NTH 1R01 HL36946-18 Peter J. Sims, P.I. 

"Role of PLSCR1 in Granulocyte Production and Maturation" 

12/01/02 to 1 1/30/07 ANNUAL DIRECT COSTS: $250,000 (Total annual $469,250) 

NIH 2R01HL0638 19-06 Peter J. Sims, P.I. 
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7/01/05-6/30/10 ANNUAL DIRECT COSTS $250,000 (Total annual $469,250) 

NIH 1R01 DK06939-01 Al Peter J. Sims, P.I. 

"Role of PLSCR3 in Adipogenesis & Adipose Lipid Storage" 
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9/31/05 - 8/31/08 ANNUAL DIRECT COSTS $185,000 (Total annual $347,245) 



NTH 1R01-CA89132-03 Robert H. Silverman, P.I. (Cleveland Clinic Fndn.) 

"Role of Phospholipid Scramblase in Interferon Action" TSRI SUBCONTRACT TO PJS: 

7/01/01 to 6/30/06 ANNUAL DIRECT COSTS: $109,099 (Total annual $200,287) 

NIH 1R01 HL76215-02 (Therese Wiedmer, P.I.; Peter J. Sims, Co-PI)) 

"Role of PLSCR1 In Cell Response to Growth Factors" 

04/01/04-3/31//08 ANNUAL DIRECT COSTS $250,000 (Total annual $469,250) 

ISSUED PATENTS 
U.S. Patent No. 5,135,916 
(Issued August 4, 1992) 

"Inhibition of Complement Mediated Inflammatory Response" 
Inventors: Peter J. Sims & Therese Wiedmer 
Assignment: Oklahoma Medical Research Foundation 

U.S. Patent No. 5,550,108 
(Issued August 27, 1996) 

"Inhibition of Complement Mediated Inflammatory Response" 
Inventors: Peter J. Sims & Therese Wiedmer 
Assignment: Oklahoma Medical Research Foundation 

U.S. Patent No. 5,635,178 
(Issued June 3, 1997) 

"Inhibition of Complement Mediated Inflammatory Response using Monoclonal Antibodies Specific for 

a Component of the C5b-9 Complex which Inhibit the Platelet or Endothelial Cell Activating Function 

of the C5b-9 Complex" 

Inventors: Peter J. Sims & Therese Wiedmer 

Assignement: Oklahoma Medical Research Foundation 

U.S. Patent No. 5,573,940 
(Issued November 12, 1996) 

"Cells Expressing High Levels of CD59 (as amended)" 
Inventors: Peter J. Sims & Alfred L.M. Bothwell 
Assignment: Oklahoma Medical Research Foundation 

U.S. Patent No. 5,660,825 
(Issued August 26, 1997) 

"Method of Inhibition of Complement Mediated Inflammatory Response" 
Inventors: Peter Sims & Therese Wiedmer 
Assignment: Oklahoma Medical Research Foundation 

U.S. Patent No. 5,705,732 
(Issued January 6, 1998) 
"Universal Donor Cells" 
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Inventors: Peter J. Sims, A. Bothwell, S. Squinto, E. Elliot, R. Flavell, J. Madri, S. Rollins, L. Bell 
Assignment: Oklahoma Medical Research Foundation, Yale University, Alexion Pharmaceuticals 

U.S. Patent No. 5,763,156 
(Issued June 9, 1998) 

Inhibition of Complement Mediated Inflammatory Response: 
DIV 4 Potentiometric Platelet Cross Match Procedures 
Inventors: Peter J. Sims and Therese Wiedmer 
Assignment: Oklahoma Medical Research Fndn. 

U. S. Patent No. 5,843,884 
(Issued Decmeber 1, 1998) 
C9 Complement Inhibitor 
Inventor: Peter J. Sims 

Assignment: Oklahoma Medical Research Fndn 

U.S. Patent No. 5,955,441 
(Issued September 21, 1999) 

Genetic Inhibition of complement mediated inflammatory response 

Inventors: Peter J. Sims and Alfred LM Bothwell 

Assignment: Oklahoma Medical Research Fndn & Yale University 

U.S. Patent No. 6,100,443 
(Issued August 8, 2000) 
"Universal Donor Cells" 

Inventors: Peter J. Sims, A. Bothwell, S. Squinto, E. Elliot, R. Flavell, J. Madri, S. Rollins, L. Bell 
Assignment: Oklahoma Medical Research Foundation, Yale University, Alexion Pharmaceuticals 

U.S. Patent No. 6,172,210 

(Issued: January 9, 2001) 

DNA Encoding Phospholipid Scramblase 

Inventors: Therese Wiedmer and Peter J. Sims 

Assignment: The Blood Center Research Fndn. 

U.S. Patent No.6,204,035 
Issued: March 20, 2001 

Methods and Compositions to Alter the Cell Surface Expression of Phosphatidylserine and Other Clot- 
Promoting Plasma Membrane Phospholipids. 
Inventors: Therese Wiedmer and Peter J. Sims 
Assignment: The Blood Center Research Fndn. 

U.S. Patent No.6,534,640 
Issued: March 18, 2003 

Methods and Compositions to Alter the Cell Surface Expression of Phosphatidylserine and Other Clot- 
Promoting Plasma Membrane Phospholipids. 
Inventors: Therese Wiedmer and Peter J. Sims 
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Biophysical Journal 
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Journal of General Physiology 

Journal of Immunology 
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Journal of Molecular Biology 

Proceedings of the National Academy of Sciences 

Thrombosis Research 

Grant Review: 

Site Visit Review Committee, N.I.H. Sickle Cell SCOR Program 

Consultant, 41st Meeting of the Blood Diseases and Resources Advisory Committee, NHLBI, 
N.I.H. 10-26-89 

Ad Hoc Reviewer, National Science Foundation, 

Biologic Instrumentation Program 

Physiology, Cell & Molecular Biology Program 
Ad Hoc Reviewer, National Institutes of Health 

Biophysics, Biological Chemistry Study Section 

Hematology, Study Section 2 (1991) 
Ad Hoc Reviewer, VA Merit Award Review 
Veteran's Administration Medical Research Service Merit Review 

Board for Hematology 1989-1992 
American Heart Association Thrombosis Research Study Committee (1992-1995) 
Member, N.I.H. Hematology 1 Study Section (1996-2001) 
Chairman, N.I.H. Hematology 1 Study Section (1999-2001) 
Member, N.I.H. Erythrocyte & Leukocyte Biology Study Section (2005-20100 

Founding Scientist & Scientific Advisory Board Member: 

Alexion Pharmaceuticals, Inc. (New Haven, CT) 1992-1997 
Thrombosys, Inc. (Philadelphia, PA) 1 994- 1 996 
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Committee Service: 

American Association of Immunologists 

Co-Chairman, Complement & Immunoglobulin Subsection 1996 - 1998 
American Society of Hematology 

Coordinating reveiwer; Disorders of platelet production and function 1996 
Member Scientific Subcommittee on Platelets 1999-2003 
American Heart Association, Oklahoma Affiliate 

President 1990-1991 
President Elect 1989-1990 
Chairman, Research Commitee 1988-1989 
Member, Board of Directors 1 988-Present 

University of Virginia School of Medicine 
Medical Scientist Training Program (Admissions & Advisory) 

1983-1985 

Interdepartmental Biophysics Program " 
Interdepartmental Immunology Program " 
Doctoral Dissertation Committee 

(William Zaks, Dept. of Pharmacology) 
Oklahoma Medical Research Foundation 

Human Investigations Committee 1987- 1991 

Oklahoma Blood Institute 

Planning Committee, Transfusion Medicine Program 1985-1990 
Medical Policy Advisory Committee 1985-1990 
Oklahoma University Health Sciences Campus 
Doctoral Dissertation Committee: 

Scott Rollins, Dept. of Microbiology & Immunology 

Robin Paulk, 

Richard Harris, " 

Izumi Yokoyama, " 
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Blood Center of Southeastern Wisconsin 
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Chairman-Institutional Biosafety Committee 1996- 1998 

The Scripps Research Institute 

Professor, TSRI Graduate Program 1 999- 

Macromolecular and Cellular Structure and Chemistry 

PUBLICATIONS 

1. Sims PJ, Waggoner AS, Wang C-H and Hoffman JF (1974). Studies on the mechanism by 
which cyanine dyes measure membrane potential in red blood cells and phosphatidylcholine 
vesicles. Biochemistry 13:3315-3330. 

2. Sims PJ and Lauf PK (1978). Steady-state analysis of tracer exchange across the C5b-9 
complement lesion in a biological membrane. Proc. Natl. Acad. Sci. USA 75:5669-5673. 
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Sims PJ and Lauf PK (1980). Analysis of solute diffusion across the C5b-9 membrane lesion of 
complement: Evidence that individual C5b-9 complexes do not function as discrete, uniform 
pores. J. Immunol . 125:2617-2625. 

Sims PJ (1 980). Solute flow across C5b-9 erythrocyte ghosts: Molecular analysis of membrane 
damage by the terminal complement proteins. Ph.D. Thesis , Duke University School of 
Medicine, Durham, N.C. 

Sims PJ and Boswell EB (1981). Elevated platelet bound IgG associated with an episode of 
thrombotic thrombocytopenic purpura. Blood 58:682-684. 
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of the membrane leak generated by the complement proteins C5b-9. Proc. Natl. Acad. Sci. USA 
78:1838-1842. 

Sims PJ (1983). Complement pores in erythrocyte membranes: Analysis of C8/C9 binding 
required for functional membrane damage. Biochim. Biophys. Acta 732:541-552. 

Sims PJ and Boswell EB (1983). The measurement of platelet-associated IgG by a microplate 
quantitative antiglobulin consumption assay using automated through-the-well 
spectrophotometry. J. Lab. Clin. Med . 102:352-360. 

Sims PJ and Wiedmer T (1984). The influence of electrochemical gradients of Na + and K + upon 
the membrane binding and pore forming activity of the terminal complement proteins. J. 
Membr. Biol . 78:169-176. 

Sims P J ( 1 984). Complement protein C9 labeled with fluorescein isothiocyanate can be used to 
monitor C9 polymerization and formation of the cytolytic membrane lesion. Biochemistry 
23:3248-3260. 

Sims PJ and Wiedmer T (1984). Kinetics of polymerization of a fluoresceinated derivative of 
complement protein C9 by the membrane-bound complex of complement proteins C5b-8. 
Biochemistry 23:3260-3267. 

Wiedmer T and Sims PJ (1985). Cyanine dye fluorescence used to measure membrane potential 
changes due to the assembly of complement proteins C5b-9. J. Membr. Biol . 84:249-258. 

Cheng K-H, Wiedmer T, and Sims PJ (1985). Fluorescence resonance energy transfer study of 
the associative state of membrane-bound complexes of complement proteins C5b-8. J. 
Immunol. 135:459-464. 

Wiedmer T and Sims PJ (1985). Effect of complement proteins C5b-9 on blood platelets: 
Evidence for reversible depolarization of membrane potential. J. Biol. Chem. 260:8014-8019. 
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15. Parker CJ, Wiedmer T, Sims PJ, and Rosse WF (1985). Characterization of the complement 
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2084. 

16. Sims PJ and Wiedmer T (1986). Repolarization of the membrane potential of blood platelets 
after complement damage: Evidence for a Ca^-dependent exocytotic elimination of C5b-9 
pores. Blood 68:556-561. 

17. Wiedmer T, Esmon CT, and Sims PJ (1986). Complement proteins C5b-9 stimulate 
procoagulant activity through platelet prothrombinase. Blood 68:875-880 

18. Benz R, Schmid A, Wiedmer T, and Sims PJ (1986). Single- channel analysis of the 
conductance fluctuations induced in lipid bilayer membranes by complement proteins C5b-9. L 
Membr. Biol . 94:37-45. 

19. Wiedmer T, Esmond, and Sims P J (1986). On the mechanism by which complement proteins 
C5b-9 increase platelet prothrombinase activity. J. Biol. Chem . 261:14587-14592. 

20. Hamilton KK and Sims PJ (1987). Changes in cytosolic Ca 2+ associated with von Willebrand 
factor release in human endothelial cells exposed to histamine: Study of microcarrier cell 
monolayers using the fluorescent probe Indo-1. J. Clin. Invest . 79:600-608. 

21 . Wiedmer T, Ando B, and Sims PJ (1987). Complement C5b-9-stimulated platelet secretion is 
associated with a Ca 2+ -initiated activation of cellular protein kinases. J. Biol. Chem . 262: 1 3674- 
13681. 

22. Stearns DJ, Kurosawa S, Sims PJ, Esmon NL, and Esmon CT (1988) The interaction of a Ca 2+ - 
dependent monoclonal antibody with the protein C activation peptide region: Evidence for 
obligatory Ca 2+ binding to both antigen and antibody. J Biol. Chem . 263:826-832. 

23. Ando B, Wiedmer T, Hamilton KK and Sims PJ (1988). Complement proteins C5b-9 initiate 
secretion of platelet storage granules without increased binding of fibrinogen or von Willebrand 
factor to newly expressed cell surface GPEb-IHa. J Biol. Chem . 263:11 907- 11914. 

24. Sims PJ, Faioni EM, Wiedmer T, and Shattil SJ (1988). Complement proteins C5b-9 cause 
release of membrane vesicles from the platelet surface that are enriched in the membrane 
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25. Ando B, Wiedmer T, and Sims PJ (1989). The secretory release reaction initiated by 
complement proteins C5b-9 occurs without platelet aggregation through GPHb-IIIa. Blood . 
73:462-467. 

26. Sims PJ (1989). Interaction of human platelets with the complement system. Chapter 18, IN 
Platelet Immunobiology, Molecular and Clinical Aspects , (Kunicki TJ, George JN, eds.), JB 
Lippincott, Philadelphia. 354-383. 
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secretion of high molecular weight multimers of endothelial von Willebrand factor and 
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34. Wiedmer T, Shattil SJ, Cunningham M, and Sims PJ (1990). Role of calcium and calpain in 
complement-induced vesiculation of the platelet plasma membrane and in the exposure of the 
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vesiculation of the endothelial plasma membrane and expose catalytic surface for assembly of 
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10 



38. Gerrard JM, Lint D, Sims PJ, Wiedmer T, Fugate RD, McMillan E, Robertson C, and Israels SJ 
(1991). Identification of aplatelet dense granule membrane protein that is deficient in apatient 
with the Hermansky-Pudlak syndrome. Blood 77:101-1 12. 

39. Harris R, Sims PJ, and Tweten RK (1991). Kinetic aspects of the aggregation of Clostridium 
perfringens-toxin on erythrocyte membranes: A fluorescence energy transfer study. J. Biol. 
Chem. 266:6936-6941. 

40. Sims PJ, Ginsberg MH, Plow EF, and Shattil SJ (1991). Effect of platelet activation on the 
conformation of the plasma membrane glycoprotein Eb-IIIa complex. J. Biol. Chem. 266:7345- 
7352. 

41 . Rollins SA, Zhao J, Ninomiya H, and Sims PJ (1991). Inhibition of homologous complement 
by CD59 is mediated by a species-selective recognition conferred through binding to C8 within 
C5b-8 or C9 within C5b-9. J. Immunol. 146:2345-2351. 

42. Tweten RK, Harris RW, and Sims PJ (1991). Isolation of a tryptic fragment from Clostridium 
perfringens □ -toxin that contains sites for membrane binding and for self-aggregation. J. Biol. 
Chem. 266:12449-12454. 

43 . Zhao J, Rollins S A, Maher SE, Bothwell ALM, and Sims PJ ( 1 99 1 ). Amplified gene expression 
in CD59-transfected Chinese hamster ovary cells confers protection against the membrane attack 
complex of human complement. J. Biol. Chem. 266:13418-13422. 

44. Harris RW, Sims P J, and Tweten RK (1991). Evidence that Clostridium perfringens theta-toxin 
induces the colloid osmotic lysis of erythrocytes. Infect. Immun. 59:2499-2501. 

45. Sims PJ, and Wiedmer T (1991). The response of human platelets to activated components of 
the complement system. Immunol. Today 12:338-342. 

46. Gilbert GE, Sims PJ, Wiedmer T, Furie B, Furie BC, and Shattil SJ (1991). Platelet-derived 
microparticles express high affinity receptors for factor VIE. J. Biol. Chem . 266:17261-17268. 

47. Wiedmer T, and Sims PJ (1991). Participation of protein kinases in complement C5b-9-induced 
shedding of platelet plasma membrane vesicles. Blood 78:2880-2886. 

48. Hamilton KK, and Sims PJ( 1991). The terminal complement proteins C5b-9 augment binding 
of high density lipoprotein and its apoproteins A-I and A-II to human endothelial cells. J. Clin. 
Invest. 88:1833-1840. 

49. Bevers EM, Wiedmer T, Comfurius P, Shattil SJ, Weiss HJ, Zwaal RFA, and Sims PJ (1992). 
Defective Ca 2+ -induced microvesiculation and deficient expression of procoagulant activity in 
erythrocytes from a patient with a bleeding disorder: A study of the red blood cells of Scott 
Syndrome. Blood . 79:380-388. 



11 



50. Ninomiya H, Stewart BH, Rollins SA, Zhao J, Bothwell AIM, and Sims PJ (1992). 
Contribution of TV-linked carbohydrate of erythrocyte antigen CD59 to its complement-inhibitory 
activity. J. Biol. Chem. 267:8404-8410. 

5 1 . Ninomiya H and Sims P J ( 1 992). The human complement regulatory protein CD59 binds to the 
a-chain of C8 and to the "b" domain of C9. J. Biol. Chem. 267:13675-13680. 

52. Hahn WC, Menu E, Bothwell ALM, Sims PJ, and Bierer BE (1992). Overlapping but 
nonidentical binding sites on CD2 for CD58 and a second ligand CD59 Science 256: 1 805-1 807. 

53. Braga LL, Eacker S, Ninomiya H, Wiedmer T, McCoy JJ, Pahn C, Sims PJ, and Petri Jr WA 
(1992). Inhibition of the. complement membrane attack complex by the galactose-specific 
adhesin of Entamoeba histolytica. J. Clin. Invest. 90: 1131-1137. 

54. Shattil SJ, Cunningham M, Wiedmer T, Zhao J, SimsPJ and Brass LF (1992). Regulation of 
glycoprotein Ilb-HIa receptor function studied with platelets permeabilized by the pore-forming 
complement proteins C5b-9. J. Biol. Chem. 267:18424-18431. 

55. Dahlback B, Wiedmer T, and Sims PJ (1992). Binding of anticoagulant vitamin K-dependent 
protein S to platelet-derived microparticles. Biochemistry 3 1 : 12769-12777. 

56. Hamilton KK, Zhao J, and Sims PJ (1993). Interaction between apolipoproteins A-I and A-II 
and the membrane attack complex of complement: Affinity of the apoproteins for polymeric C9. 
J. Biol. Chem . 268:3632-3638. 

57. Chang C-P, Zhao J, Wiedmer T, and Sims PJ (1993). Contribution of platelet microparticle 
formation and granule secretion to the transmembrane migration of phosphatidylserine. J. Biol. 
Chem. 268:7171-7178. 

58. Wiedmer T, Hall SE, Ortel TL, Kane WH, Rosse WF, and Sims PJ (1993). Complement- 
induced vesiculation and exposure of membrane prothrombinase sites in platelets of paroxysmal 
nocturnal hemoglobinuria. Blood 82:1192-1196. 

59. Sims PJ and Wiedmer T (1993). Complement Biology. Chapter 12. In Hematology: Basic 
Principles and Practice (E. Benz, H. Cohen, B. Furie, R. Hoffman, S. Shattil, eds). Churchill 
Livingstone, NY. 

60. SimsPJ (1993). CD59. In Human Protein Data , (Haeberli, ed.), VCH Verlagsgesellschaft, 
Weinheim, Germany. 

61. Sims PJ (1993). Structure and function of CD59. In Biology of Vitronectins and Their 
Receptors , Preissner KT, Rosenblatt S, Kost C, Wegerhoff J, andMosherDF, eds., Amsterdam: 
Elsevier, 243-248 



12 



62. Kennedy AP, Rollins SA, Burton WV, Sims PJ, Bothwell ALM, Squinto SP, Zavoico GB 
(1994). Protection of porcine aortic endothelial cells from complement-mediated cell lysis and 
activation by recombinant human CD59. Transplantation 57:1494-1501 

63. Petri W Jr. and Sims PJ (1994). Entamoeba histolytica Resistance to lysis by the complement 
membrane attack complex. In: Constitutional resistance to infection (J Verhoef, H van Dijk, 
CM Verduin, and DA Watson, eds.), Austin, TX: RG Landes. In press. 

64. Menu E, Tsai BC, Bothwell ALM, Sims PJ, and Bierer BE (1994). CD59 costimulation of T 
cell activation: CD58-dependence and requirement for glycosylation. J. Immunol. 153:2444- 
2456 

65. Chang, C-P, Hiisler T, Zhao J, Wiedmer T, Sims PJ (1994). Identity of a peptide domain of 
human C9 that is recognized by the cell-surface complement inhibitor, CDS 9. J. Biol. Chem. 
269:26424-26430. 

66. Kojima H, Newton-Nash D, Weiss HJ, Zhao J, Sims PJ, Wiedmer T (1994). Production and 
characterization of transformed B-lymphocytes expressing the membrane defect of Scott 
Syndrome. J. Clin. Invest. 94:2237-2244. 

67. Hiisler T, Lockert DH, Kaufinan KM, Sodetz JM, Sims PJ (1995). Chimeras of human 
complement C9 reveal the site recognized by complement regulatory protein CD59. J. Biol. 
Chem. 270:3483-3486. 

68. Lockert DH, Kaufman KM, Chang C-P, Hiisler T, Sodetz JM, and Sims PJ (1 995). Identity of 
the segment of human complement C8 recognized by complement regulatory protein CD59. J. 
Biol. Chem. 270:19723-19728. ■ 

69. Bevers EM, Wiedmer T, Comfurius P, Zhao J, Smeets EF, Schlegel RA, Schroit AJ, Weiss HJ, 
Williamson P, Zwaal RFA, and Sims PJ (1995). The complex of phosphatidylinositol 4,5- 
bisphosphate and calcium ions is not responsible for Ca 2+ -induced loss of phospholipid 
asymmetry in the human erythrocyte. A study in Scott Syndrome, a disorder of calcium-induced 
phospholipid scrambling. Blood. 86:1983-1991. 

70. Sims PJ and Wiedmer T (1 995). Induction of cellular procoagulant activity by the membrane 
attack complex of complement. Semin. Cell BioL 6:275-282. 

71. Hiisler T, Lockert DH, and Sims PJ (1996). Role of a disulfide-bonded peptide loop within 
human complement C9 in the species-selectivity of complement inhibitor, CD59. Biochemistry . 
35:3263-3269. 

72. Basse F, Stout JG, Sims PJ, and Wiedmer T (1996). Isolation of an erythrocyte membrane 
protein that mediates Ca 2+ - dependent transbilayer movement of phospholipid. J. Biol. Chem. 
271:17205-17210. 



13 



73. Rother RP, Zhao J, Zhou Q, Sims PJ (1996). Elimination of potential sites of glycosylation fails 
to abrogate complement regulatory function of cell surface CD59. J. Biol. Chem. 271 :23842- 
23845. 

74. Christiansen VJ, Sims PJ, Hamilton KK (1997). Complement C5b-9 increases plasminogen 
binding and activation on human endothelial cells. Arteriosclerosis, Thrombosis, and Vascular 
Biology 17:164-171. 

75. Petranka J, Zhao J, Norris J, Tweedy NB, Ware RE, Sims PJ, and Rosse WF (1996). Structure- 
function relationships of the complement regulatory protein, CD59. Blood Cells. Molecules and 
Diseases 22:281-296. 

76. Zhou Q, Zhao J, Httsler T, and Sims PJ (1996). Expression of recombinant CD59 with an N- 
terminal peptide epitope facilitates analysis of residues contributing to its complement-inhibitory 
function. Mol. Immunol. 33:1127-1134. 

77. Zhao J, Sims PJ, and Wiedmer T (1 997). Production and characterization of a mutant cell line 
defective in aminophospholipid translocase. Biochim. Biophys Acta. 1357:57-64. 

78. Stout JG, Basse F, Luhm RA, Weiss HJ, Wiedmer T, Sims PJ (1997). Scott syndrome 
erythrocytes contain a membrane protein capable of mediating Ca 2 -dependent transbilayer 
migration of membrane phospholipids. J. Clin. Invest. 99:2232-2238. 

79. Zhou Q, Zhao J, Stout JG, Luhm RA, Wiedmer T, Sims PJ ( 1 997). Molecular cloning of human 
plasma membrane phospholipid scramblase: a protein mediating transbilayer movement of 
plasma membrane phospholipids. J. Biol. Chem. 272(29): 18240- 18244. 

80. Zhou Q, Sims P J, Wiedmer T ( 1 998). Identity of a conserved motif in phospholipid scramblase 
that is required for Ca2+-accelerated transbilayer movement of membrane phospholipids. 
Biochemistry. 37: 2356-2360. 

81 . Zhao J, Zhou Q, Wiedmer T, Sims PJ. (1998). Level of expression of phospholipid scramblase 
regulates Ca 2+ -Induced Movement of phosphatidylserine to the cell surface. J. Biol. Chem . 273: 
6603-6606. 

82. Zhao X-J, Zhao J, Zhou Q, Sims PJ. (1 998). Identity of the residues responsible for the species 
restricted complement inhibitory function of human CD59. J. Biol. Chem . 273:10665-10671. 

83. Zhao J, Zhou Q, Wiedmer T, and Sims PJ. (1998). Palmitoylation of phospholipid 
scramblase is required for normal function in promoting Ca 2+ -activated transbilayer 
movement of membrane phospholipids. Biochemistry . 37:6361-6366.. 

84. Zhou Q, Sims PJ, and Wiedmer T (1998). Expression of proteins controlling transbilayer 
movement of plasma membrane phospholipids in the B-lymphocytes from a patient with 
Scott Syndrome. Blood .92: 1707-1712. 

14 



85. Stout JG, Zhou Q, Wiedmer T, and Sims PJ (1998). Change in conformation of plasma 
membrane phospholipid scramblase induced by occupancy of its Ca 2+ binding site. 
Biochemistry . 37:14860-14866. 

86. Wilson HA, Waldrip JB, Nielson KH, Judd AM, Han SK, Cho W, Sims PJ, Bell JD. 1999. 
Mechanisms by which elevated intracellular calcium induces S49 cell membranes to 

become susceptible to the action of secretory phospholipase A2. J. Biol. Chem. 274 :. 
11494-11504. 

87. Fadeel B, Gleiss B, Hogstrand K, Chandra J, Wiedmer T, Sims PJ, Henter JI, Orrenius S, 
Samali A (1999). Phosphatidylserine exposure during apoptosis is a cell-type-specific 
event and does not correlate with plasma membrane phospholipid scamblase expression. 
Biochem.Biophvs. Res. Comm. 222: 504-511 

88. Zhou Q, Zhao J, Al-Zoghaibi F, Zhou A, Wiedmer T, Silverman RH, Sims PJ. (2000). 
Transcriptional control of the human plasma membrane phospholipid scramblase 1 gene is 
meditated by interferon ol Blood . 95: 2593-2599. 

89. Wiedmer T, Zhou Q, Kwoh DY, Sims PJ (2000). Identification of three new members of 
the phospholipid scramblase gene family. Biochim Biophvs Acta . 1467:244-253. 

90. Tepper A, Ruurs P, Wiedmer T, Sims PJ, Borjst J, Van Blitterswijk WJ (2000). 
Sphingomyelin hydrolysis to ceramide during the execution phase of apoptosis results 
from phospholipid scrambling and alters cell surface morphology. J. Cell Biol. 150:155- 
164. 

91. Sun J, Zhao J, Schwartz MA, Wang JYJ, Wiedmer T, Sims PJ (2001). c-Abl tyrosine 
kinase binds and phosphorylates phospholipid scramblase 1. J. Biol. Chem . 276:28984- 
28990. 

92. Sims PJ, Wiedmer T (2001). Unraveling the mysteries of phospholipid scrambling. 
Thromb Haemost . 86:266-75. 

93. Silverman RH, Halloum A, Zhou A, Dong B, Al-Zoghaibi F, Kushner D, Zhou Q, Zhao J, 
Wiedmer T and Sims PJ (2002). Suppression of ovarian carcinoma cell growth in vivo by 
the interferon-inducible plasma membrane protein, phospholipid scramblase 1 . Cancer 
Research . 62: 397-402. 

94. Zhou Q, Zhao J, Wiedmer T, and Sims PJ (2002). Normal hemostasis but defective 
hematopoietic response to growth factors in mice deficient in phospholipid scramblase 1 . 
Blood . 99: 4030-4038 

95. Sun J, Nanjundan M, Pike LJ, Wiedmer T, and Sims PJ (2002). Plasma membrane 
phospholipid scramblase 1 is enriched in lipid rafts and interacts with the epidermal 
growth factor receptor. Biochemistry . 41: 6338-6345. 



15 



96. Kametaka S, Shibata M, Moroe K, Kanamori S, Ohsawa Y, Waguri S, Sims PJ, Emoto K, 
Umeda M, Uchiyama Y. (2003) Identification of phospholipid scramblase 1 as a novel 
molecule interacting with P-secretase (BACE). J. Biol. Chem . 278: 15239 - 15245. 

97. Rami A, Sims PJ, Botez G, Winckler J (2003) Spatial resolution of phospholipid 
scramblase, caspase-3 activation and DNA-fragmentation in the human hippocampus after 
cerebral ischemia. Neurochemistrv Int . 43:79-87. 

98. Wiedmer T, Zhao J, Nanjundan M, and Sims PJ (2003) Palmitoylation of Phospholipid 
Scramblase 1 (PLSCR1) Controls its Distribution between Nucleus and Plasma 
Membrane. Biochemistry. 42: 1227-1233. 

99. De Vries KJ, Wiedmer T, Sims PJ, and Gadella BM (2003) Caspase-independent exposure 
of aminophospholipids and tyrosine phosphorylation in bicarbonate responsive human 
sperm cells. Biol. Reprod . 68:2122-2134 

100. Nanjundan M, Sun J, Zhao J, Zhou Q, Sims PJ, and Wiedmer T (2003). Plasma membrane 
phospholipid scramblase 1 promotes EGF-dependent activation of c-Src through the 
epidermal growth factor receptor. J. Biol. Chem. 278: 37413-37418. 

101. Ben-Efraim I, Zhou Q, Wiedmer T, Gerace L, and Sims PJ (2004). Phospholipid 
Scramblase 1 (PLSCR1) is Imported into the Nucleus by a Receptor-Mediated Pathway 
and Interacts with DNA. Biochemistry . 43: 3518-3526. 

102. Dong B, Zhou Q, Zhao J, Zhou A, Harty RN, Bose S, Banerjee A, Slee R, Guenther J, 
Williams BRG, Wiedmer T, Sims PJ, and Silverman RH.(2004) Phospholipid Scramblase 
1 potentiates the antiviral activity of interferon. J. Virology . 78: 8983-8993. 

103. Wiedmer T, Zhao J, Li L, Zhou Q, Hevener A, Olefsky JM, Curtiss LK, and Sims PJ 
(2004). Adiposity, dyslipidemia, and insulin resistance in mice with targeted deletion of 
phospholipid scramblase 3. Proceed. Natl. Acad Sci. USA. 101:13296-13301. 

104. Zhao KW, Li X, Zhao Q, Huang Y, Peng ZG, Shen WZ, Zhao J, Zhou Q, Chen Z, Sims PJ, 
Wiedmer T, and Chen GQ (2004). Protein kinase C5 mediates retinoic acid and phorbol 
myristate acetate-induced phospholipid scramblase 1 gene expression: Its role in leukemic 
cell differentiation. Blood. 104: 3731-3738. 

105. Giddings KS, Zhao J, Sims PJ, and Tweten RK (2004). Human CD59 is a receptor for the 
cholesterol-dependent cytolysin intermedilysin. Nature Struct & Mol Biol . 1 1 : 1 173-1 178. 

106. Chen M-H, Ben-Efraim I, Mitrousis G, Walker-Kopp N, Sims PJ, and Cingolani G (2005). 
Phospholipid scramblase 1 (PLSCR1) contains a non-classical nuclear localization signal 
with unique binding site in importin a J. Biol. Chem. 280: 10599-10606. 

107. Zhou Q, Ben-Efraim I, Bigcas J-L, Wiedmer T, and Sims PJ (2005). Phospholipid 
scramblase 1 binds to the promoter region of the inositol 1,4,5-triphosphate receptor type 1 
gene to enhance its expression. J. Biol. Chem. 280: 35062-35068. 

16 



